In the Bae et al. study, the authors hypothesized that p53 might be involved in HD and proceeded to test this and p53 Form a Deadly Alliance hypothesis. The rationale for their choice of p53 deserves consideration. p53 is an extremely important protein-a classic tumor suppressor poised to respond A role for apoptotic mediators in neurodegenerative to a variety of cellular stresses that occur in abnormal disease has long been considered, but the identity of cells, and upon detection of the cellular stress, initiate the putative effectors and the basis of their actions a series of events that either rectifies the problem or in neurodegeneration remain ill-defined. Huntington's culminates in apoptosis (Vousden, 2000). The impordisease (HD) is a polyglutamine disorder whose pathtance of p53's anticancer function in cycling cells is ogenesis likely involves mitochondrial dysfunction.
The Sawa group began its evaluation of p53 by determining if mutant huntingtin protein (mHtt) affected p53 metabolism and function (Bae et al., 2005) . They found evidence for a direct interaction between Htt and p53 and observed a striking upregulation of p53 protein levels both in PC12 cells expressing mutant Htt and in the brains of HD transgenic mice. Brain regions in HD patients showing elevated levels of p53 matched the regional and cellular selectivity of HD neuropathology. The authors demonstrated that the Htt-p53 binding interaction was enhanced by expansion of the polyQ tract and noted increased p53 promoter-reporter activation in the presence of polyQ-expanded Htt in both PC12 cells and primary cortical neurons. Several downstream targets of p53, Bax and PUMA, were upregulated in PC12 cells expressing Htt. They next examined the functional consequences of the Htt-p53 interaction by measuring mitochondrial membrane depolarization 
